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Urticarial manifestations associated with
herpes simplex virus type 2

The association of certain dermatoses with
herpes simplex virus (HSV) infection has long
been appreciated. The best-documented cuta-
neous association of HSV is erythema multi-
forme because of the detection of HSV DNA
in cutaneous lesions by using PCR.' Urticaria
may be precipitated by multiple factors
including infectious agents such as hepatitis B
and C viruses. According to a series on addi-
tional diagnosis accompanying urticaria,' the
association with HSV has not been found in
different studies.
A 58 year old woman presented with

chronic urticaria for 6 weeks. At the beginning
of the urticaria, treatment with oral pred-
nisolone (1 mg/kg/day) and hydroxyzine (25
mg/day) completely cured the lesions in 24
hours. Four days after stopping her treatment,
the urticaria recurred. Oral antihistamine and
corticosteroids were ineffective. At the sixth
week, the patient developed vesicular lesions
localised on the low back, compatible with an
herpes eruption. Nevertheless, she was on no
regular medication, in good health and had a
long history of genital herpes infection from
the age of 23 years (one eruption per year).
Local virological tests (ELISA and culture)
performed on a vesicle showed HSV-2.
Routine biological and biochemical screening
tests, including haemoglobin, white cell
count, erythrocyte sedimentation rate and
liver function tests were normal. Syphilis and
HIV serologies were negative. Histological
examination of an urticarial lesion confirmed
this diagnosis (oedema of the dermis, pres-
ence of eosinophils). Direct immunofluores-
cence examination was negative. The patient
received treatment with acyclovir 250 mg
diluted in 50 ml of isotonic NaCl by IV infu-
sion spaced at 8 hours intervals. Six hours
after the first infusion of acyclovir, she
dramatically improved with a complete reso-
lution of the urticaria. Acyclovir by IV
infusion was given for 3 days and then orally
for 10 days. The urticaria did not recur in the
8 months following the treatment.

Urticarial manifestations presented in this
case appeared 6 weeks before the HSV
lesions. The clinical appearance and histo-
logical features of the lesions were those of
urticaria. This may be the predominant or
sole feature of the prodromal serum-sickness-
type syndrome which occurs in 20 to 30% of
patients with acute hepatitis B virus (HBV)
infection.3 The exact role which HSV may
play in the pathogenesis of urticaria-HSV is
unknown but it may be related to a hypersen-
sitivity reaction. Deposition of immune com-
plexes containing HBs antigen in involved
cutaneous vessels as described in urticaria-
HBV4 have not been found in our case.
To our knowledge, no previous similar case

of chronic urticaria preceding genital herpes
has been described in the literature.
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Azithromycin and syphilis

Azithromycin, a new long-acting azalide
antibiotic, became the standard treatment for
uncomplicated genital chlamydial infection in
the Northern Territory of Australia in July
1994. A trial of this agent in the treatment of
genital donovanosis is also in progress with
the approval of the responsible ethics commit-
tee. We have since recognised clinical or sero-
logical resolution of syphilis in two patients
who happened to receive azithromycin for one
of the above indications.
A 26 year old Aboriginal woman presented

with vulval lesions consistent with dono-
vanosis. She agreed to enrol in the trial. As
stipulated in the study protocol, biopsy and
other specimens were collected and
azithromycin treatment (500 mg daily for
seven days) commenced prior to confirmation
of the diagnosis. Laboratory investigations
subsequently revealed gonococcal cervicitis
and a rapid plasma reagin (RPR) titre of 1:32.
No Donovan bodies were seen in the biopsy
and the histological appearance, particularly a
dense perivascular plasmacytic infiltrate, was
suggestive of a syphilitic lesion. Upon review
one week later the vulval lesions had com-
pletely resolved. The patient was withdrawn
from the trial because secondary syphilis was
considered the likely diagnosis based on the
rapid resolution of the lesions, the raised RPR
titre and the histological findings.
The second patient, a 32 year old

Aboriginal man, took part in a screening pro-
gramme for sexually transmitted diseases
(STDs). He was asymptomatic and genital
examination was normal. However, a leuco-
cyte esterase dipstick test of his first void urine
was positive suggesting urethritis. Urethral
swab and venous blood specimens were col-
lected and the patient given 1.0 g
azithromycin orally. Laboratory investigations
later confirmed gonococcal and chlamydial
urethritis and found an RPR titre of 1:32.
Eighteen months previously the patient's RPR
titre had been 1:1. He was lost to follow-up
for one month. When finally reviewed his
RPR titre was 1:1 though he had received no
other antibiotics since the single dose of
azithromycin.

Patients presenting with STDs often have
multiple infections. Hence some patients
receiving the new regimen of a single 1.0 g
dose of azithromycin for chlamydial or
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gonococcal genital infections will also have
syphilis.' 2 Azithromycin has antitreponemal
activity in vitro and in the rabbit model.34
Furthermore, Verdon et al5 recently described
the clinical efficacy of oral azithromycin (500
mg once daily for 10 days) for treating pri-
mary and secondary syphilis. Our experience
with the first case supports their finding. More
importantly, the serological resolution of early
latent syphilis in the second patient suggests
that the single 1-0 g dose of azithromycin used
for urethritis and cervicitis is also effective.

This observation has important public
health implications. While penicillin-based
regimens must remain the treatment of choice
until long-term studies demonstrate that
azithromycin prevents the late sequelae of
syphilis (both patients have since received 2.4
million units benzathine penicillin as defini-
tive treatment), widespread use of single dose
azithromycin for chlamydia and gonorrhoea
may fortuitously reduce the transmission of
syphilis by rendering patients with concurrent
syphilis non-infectious.
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Syndromic management of genital ulcer
disease-a critical appraisal

Control of sexually transmitted diseases
(STDs) is of paramount importance in the
present era keeping in mind the risk of HIV
transmission.
WHO recommends use of simple algo-

rithms for syndromic management which are
based on a constellation of signs and symp-
toms produced by different (or a majority) of
the organisms causing each of these syn-
dromes (WHO Technical Report Series, 810,
Geneva, 1991). Need for syndromic manage-
ment was felt because clinical diagnosis of
STDs is not always correct and time taken by
laboratory tests might delay the treatment,
thus prolonging the period of infectivity.
We find one of the flow charts related to

genital ulcer disease (GUD) quite impractical
for the following reasons:
(1) Signs and symptoms may not be consis-

tent or specific for diseases like transient

chancroid, herpetic chancroid, chancroidal
ulcers. Ulcers of lymphogranuloma venereum
and herpes progenitalis might be impossible
to differentiate even by the most experienced
specialists. Presence of HIV could alter the
typical morphology of all GUDs.
(2) Genital ulcers due to mixed infections

might create a diagnostic and therapeutic
dilemma.

(3) In developing countries GUD related
lymphadenopathy is difficult to differenti-
ate from lymphadenopathy following
tuberculosis, leprosy and infected lesions
over lower limbs in people who walk bare
feet especially when the genital ulcer has
healed.

(4) The flow chart does not address the prob-
lems of GUD in women, such as hidden
GUD presenting as vaginal discharge, nor
does it include treatment for sexual part-
ners.

(5) Chemical ulcers following cleansing of
the genital area with antiseptics like
chlorhexidinel as a part of prophylactic
behaviour may mimic GUD/bal-
anoposthitis of bacterial or candidal aeti-
ology. Treatment for presumed infective
aetiologies (non-diseases) would be a
huge waste of precious drugs in develop-
ing countries, morals and ethics apart.
With even a faint possibility of drug resis-
tance, the consequences could be serious.
Similarly treatment for traumatic ulcers,
fixed drug eruption, Behcet's disease and
aphthosis etc, as for GUD such as syphilis
or chancroid is uncalled for.

(6) The psychological trauma incurred by
misdiagnosis of non-STDs as STDs
might well cause serious disharmony in
the conjugal life of patients.

(7) False labelling of disease would generate
wrong epidemiological data. This would
greatly hamper formulation of pragmatic
STD control programmes for the future.

Hence we believe that the stress should be
on: (1) Individual assessment of cases, (2)
Proper clinical supervision and guidance of
junior clinicians and paramedical staff, (3)
Appropriate referral whenever required.
We would welcome views and sugges-

tions of other physicians from developing
countries.
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An unusual cause ofincontinence

A 19 year old woman was referred by her
general practitioner with a four week history
of urinary incontinence. Leaking occurred
only during coitus, and particularly on deep
vaginal penetration. On a few occasions
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